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(54) 3/^D**5/y*— K-2H«©=^ttttWSfettl** 



(57) B?*M 

5. 




B#H (h) 



(2) 



# J? 2003-518062 



$ tire v n 55~6M^^jf^-T5^*^ tenmmm^h 5) 

y\ "fy =i3ri/y\ /^l^naf-v^ P7x3df~/7\ 5-^pp-3 - (4 — 




3 4 



(3) &m 2003-518062 

2— (3, 5-^7^P7i^) —3 -[4- (.?* ^VW*/l'!fc~/l<0 

/H- 2 -v^ p^^x^- 1 -^^itF (S) -6, 8-i?7nt3-2- O 

y 7;^p ^^VV) - 2H- 1 — 3 

i <D%mm 0 

WjftSU ©Jftjfctto 

[ft*^ 9 1 ffl*fcto& X-fe;WW<7}M^ 5 , W^qC 8 <D«^ 

o 

Iff OtM 1 0 ] 8m<Dtftti,fR— m&&* $J5 u n*i©D» fcfc^lM X£W 

m&mi 3] »^iuse^-®^ % fm«m, m^ma, /o^^ 

p^7AM B#WP«P*Scffi> /-?/i^$cfctk «RWa*W<>b< nmMWciH^—'r 



(4) #Ji 2003-518062 

»©ittTfEjg-®^\ fM«TO(±i> ilV^ttS, ^n0A 

itmm2 2] m&xDitmn— m&a>K 7K^2%^ioo~^8ooocpo^ 

^ $ tit V ^ N If 2 1 ©Hill, 

^iJM^-CfeoTs ^^h^li, Apl^SfeW©?^t»»J:&5jKllOBg~jKi400m 

HH^P^#bfc^^ N (a) #jl00ng/mL«fc tJ^c^V^C-, > (b) ^#^305^ 
P^-V^^ < th50ng/ml(D itm^M^, *5«fct>* (c) ^9B#^ «t 9 ftV^ 1/2 £#-x. 

[»3fc3K2 4] lj0~^4#|(75jlS^.-^ h£ HUHnfi^L/ct 

^ N (a) ^200ng/mLJ: ^^^V^ , (b) ,#}90# <£ <9 ®/ VL a * , (c) 



(5) 2003-518062 



(6) 



#$2003-518062 



[0 0 0 1] 

^SSBHttS&ftJf* £- 2 (COX- 2) Pfl^tt»£^3«£- 

[0 0 0 2] 

fP05, 760, O68^M0 £tbTV^ ± 5 ^*f©flt 8 7 ^ y /W^i*^* 
/Vfr^T s Mill {b^4-[5- (4-^f;V7x^l/) -3- 

(^17;^^^) - 1H- t°^y~— ^- 1 — f;H^^>7x;w*y7 5 K 
r-Cfii? lxndri/^(celecoxib) ^ kl^tLS) (I) > *3 .£ tfffc-g^ 4 - [ 
5- (3-7/l'sfv-4-* b^-yy^—Sl') - 3 -v 5 7/W^-d^^/V) -1H 

coxib) kt>1ff£ftZ>) (II) ^-a^tbSo 




[0 0 0 3] 



(7) #S 2003-518062 

^ £ tbX V n 3 ^ (Dm\&<fo\*.. Tal leyftiKD^H#f^5, 633, $ tlX 

;i - -m^V^3^:/(valdecoxib) t tf^^^S) (HI) ^"a^tbSo 




[0 0 0 4] 

^$nTV^Itt©jM(t Ducharmei&^S^fFfgB, 474, 995-^^fr £ 

y=>L=-;v—A — [A- {^^;V7,;v^=-;v) y ;v\— 5H— yy~y— 1 — 
(r^-efiP7^3^f^(rofecoxib) £ (IV) ^^$tb5o 




[0 0 0 5] 

Belleyffi<D*|l#f^5, 981, 2 |3&#t£|g#J <b Ltfatfe 



(8) 



2003-518062 



, ^r*i^t^(i, 3- (1 -v-^ n^P fcVl^ h^rvO -5, 5 - 4 - 

[4- (^5vl^/y*~/l/) 7 5H— 777-2- ^-^*5«ttJ«3- (1 

— D7*P fcVl-oi h=¥V) -5, 5-vM^"A'-4-[4- (^^^/V/Js^ 
yl/) ?^=.;U]- 5H-777- 2 -^-^^^-a"$*l,-5o 
[0 0 0 6] 

Dubeftil^TRH^f^S, 861, 419-P§-teii£RlftC0X- 2 £ tt^1:^5 

nn-3- U-tS^vWOL'*-/^) 7x-/H2- ( 2 - * 5 - fc° ]) i? 

=.;u) (V) ^-^§*u5 0 



[0 0 0 7] 

frfo^ik^mz- (3, 5-^7/^13 7^=^) -3-C4- (^/W*/!^ 
[0 0 0 8] 

^H#fFf?6, 034, 256-^-M^WCOX- 2 Pl*f«#) £ LTtiffeS t 5^*b 

^^-o-y't^^^M^ur^i?, ^fohka-i, ik&m (s) -6, 8->> 

(MJ7^tn^f;V) - 2H- 1 -^7/ 1°7 7— 3 -^/V/tfy 
& (VI) tfS&"££;h,S„ 




.CI 



(V) 



(9) 



2003-518062 




[0 0 0 9] 
[0 0 10] 

mm^4 *M(tableting die) t?OffiMH^|!ljftS[W»J:— tfeSW^^fttJlife^^So 

^RrfBfcffl*^-* Mdose unit), tfc#*®IWji^t5^tt 
[0011] 



(10) # S 2003-518062 

(1) &&£titcmmm ; 

(2) «£ yM^mm&ffl ; 

(4) ^bfc|£$J*ii^ (tablet friability) ; 

(5) mM\^tc^.mms. 
(e) &&&fritmmg. ; 

(7) &&£ttfcj±«5 ; 

(8) mm&f^^^m^vtmmK^(D^c0i^nrcm.Wi^ ; 
do) m> ^tcmm-y-j ^a^jim x ; 

(11) ft&Sftfc^i'^KJSM* ; 

(12) ; 

(13) ^^ir^Hb^^i^V^/ttt^^^mft^t&^^^^^/cfiJ^ ; 

(H) m^m^titim^^mM^tcmML^m ; 

(15) S5£5£*£M^£ ZfoZ>7k<Dm'P ; 

(16) ^/>U^m^5tW^ ; &£Xfi 

(17) $ tiitm&Qso&'Jr u/cij&wm 

[0012] 



(11) #^2 003-518062 

m {tin ) iLrt^feW) ifr&^b «t 5 teMtoWite/*?*— mra 
£LTV^ 0 J:!J*£v^a« &tJ</X«<}; t> -f-vvr.. W55*i, 

[0013] 
[0014] 
[0015] 
[0016] 



(12) #ft 2003-518062 

5fefffllff4fet— StTT, fflM T§ ^p^(microparticle)j *5«tt)« r^V$& 
^(nanoparticle) J ^Courteilleflfe©^H#fF^5, 384, 124-^-^*5^5 i 5 
^•^fi, ^tl^fo, 1 jKm~2, 000//m(7)E^ *5±t^l/zm (lOOOnm) t^CDE^ 

3t«s *S#WJS5,384, 124-^J;5^ r^^(D^W^31< fcfeK 
^•f£ffl£*b3j o b^bft^kv Liversidge^O^H^W^, 145, 684-^-fi, 

5^C7M«#:— ©^?it^ffiVN»> co f^m^M^^i^ 

mmM^ (bioavailability) J 6 £ b"C 

V^<5 0 H^PgWO 93/25190^-7- 7° P^r-fe^ (naproxen) (7^5 ^ CfeHH^ 
Xt5ffl20~30 i um) ^WR^iaSint/-^ ( TO^IM X240 
~300nm) (DBn^-^K <£ 3#j5SiSSV\P!,J&»tt!Rifc V— h £r^^7 y MftP^feO 

[0 0 17] 

H7Km£^ & f - y u^mm z> it #> kmm £ v ^ 5 p -t * \t 

^H#fF^4, 826, 689-51- (Violanto t Fischer) 

±!Ec^ffl#fFfg5, 145, 684-^- 

7RH#fFfil5, 298, 262-^- (Na t Ra jagopalan) 

*H#fr^5, 302, 401-^- (Liversidgefdl) 

*S#f^5, 336, 507-^- (Na t Ra jagopalan) 

^H^fff^, 340, 564-^- (Illig t Sarpotdar) 

*H#fF MS, 346, 702-*!- (Na £ Ra jagopalan) 

7KH#lfS?5, 352, 459-^j- (Hollisterftil) 

*l!#fr^5, 354, 560-^- (Lovrecich) 

±m(D^mwwm5, 384, 124-^- 

KmWWmS, 429, 824-^- (June) 
?RH#fFjf|5, 503, 723-^- (Ruddyftil) 
*H#fF^5, 510, 118-^- (BoscMffe,) 



(13) 

t^IS#I^^5, 518, 187-^- (Brunoffll) 

^H#fF^5, 518, 738-^- (Eickhoffftil) 

*S#f^5, 534, 270-^- (De Castro) 

^H#fFf|5, 536, 508-^- (Canalfiil) 

*S#fF^5, 552, 160-^ (Liversidgeftil) 

^H#f^05, 560, 931-^- (Eickhoffftil) 

Mm^W^, 560, 932^- (Bagchiffi) 

*H#fFJ§5, 565, 188-^- (WongftH) 

*H#f^5, 569, 448-^ (Wongftil) 

*B#fP^5, 571, 536-^ (Eickhofffifc) 

7^|lI#f^B5, 573, 783-§- (DesienoiStetsko) 

*H#fF^5, 580, 579-^- (Ruddyftil) 

Kmm^5, 585, 108-^- (Ruddyftk) 

*H#fF^5, 587, 143-§- (Wong) 

^H#fFi?5, 591, 456-^- (Fransonftil) 

^H#fFi!5, 622, 938-^- (Wong) 

*H#fFfg5, 662, 883-^- (Bagchiftil) 

*H#fF^5, 665, 331-^- (Bagchijtil) 

*H#fF^5, 718, 919-^- (Ruddyftil) 

*B#fF^5, 747, 001-^- (Wiedraannffi) 

±tE<Dmmm^mwo 93/25190 
mmwff^mwo 96/24336 

K^^fF^HSWO 97/14407 

mmww^mw 98/35666 

HI^#fF<^^W0 99/65469 

mmwn^mw 00/18374 

mWMff^Mm 00/27369 
H^fF^HflWO 00/30615 
[0 0 18] 



2003-518062 



(14) # * 2003-518062 

[0 0 19] 

5/ v-^^IJ (sachet) t> b< fiDC^7 ^"fc/^J CO J; 5 ft^-y hJlSMn B R<^l^ fe*? 

r^b^^^fE3zl!-r'5/cfe^f§ rV7 by^(softgel)j r^^r-Y 
5/7°(gelcap)j ^^$^l§ 0 
[0 0 2 0] 

tfH&feU (anti-inflammatory) % ftlfVft (antipyretic) *d X t^?ftt£ (analgesic 
)(DM$)s fflZ-ft^ ^TP'f K^^i^^ (nonsteroidal anti-inflammatory d 
rugs) (NSAIDs) *5 J: ^t°^ K (opioids) Ui*UA\ ^P^#fP]^f-(*3fi 
mttttil (rapid-release) (DmWl. V^tcn^^^M t UTtt»£*tft^o 

tt5o 

;^H#ff 05, 859, 060^ (Piatt) 
gfe^i^WMHO 945 131-©- 
B ^W#fTmiSm03/106815^ 
[0 0 2 1] 

^PS4-^^fc»c75«W«S»s ffjlJ»£ij(controlled-releaseh 
^tB (slow-release) % ^ A^tti (programmed-release) % ^^MWMciH (tim 

ed-release) „ /-W^^tfJ (pulse-release) % ^Ife^CtU (sustained-release) ^ tz. 



(15) 2003-518062 
nm-AWCtti (extended-release) COW* Wi-±otM^ll5o ft^Wfctt, 

10 0 2 2] 

o 

MM¥fffW>3, 362, 880-8" (Jeffries) 

^B#fFH4, 308, 251-8* (DunniLampard) 

*IS#tr^4, 316, 884-^- (AlamiEichel) 

^H#ff 04, 571, 333"8" (Hsias t Kent) 

^H#fF^4, 601, 894-8" (Hanna t Vadino) 

*H#fF04, 708, 861-^- (Popescuffi) 

*H#fF^4, 749, 575-8- (Rotman) 

Kmmtmi, 765, 989-8" (Wongfiil) 

^H#fFH4, 795, 641-^- (Kashdan) 

7fcB#frfg4, 803, 079-8- (Hsias t Kent) 

^S#fr^4, 847, 093-8- (Ayer t Wong) 

^1^14, 867, 985-8" (Heaf ieldftil) 

^H#ffH4, 892, 778-8- (Theeuwesftfl) 

7^S#fF^4, 940, 588-8- (Sparks t Geoghegan) 

^H#lf 04, 975, 284-8- (Stead ^Nabahi) 

tKIS#1t^4, 980, 175-8- (Chavkin^Mackles) 



(16) 

*H#fFil5, 055, 306-^- (Barryf&) 
*H#i^g?5, 082, 668-^- (Wongffi) 
Xm&ffBS, 160, 742-^- (Mazer*© 
*H#I^F^5, 160, 744-^ (Jaoffll) 
*ffl#Wfg5, 190, 765^- (Jaoflil) 
*IS#f£il5, 273, 760-^- (OshlackfA) 
*H#f^5, 275, 820-^- (Chang) 
*ffl#fFf|5, 292, 534-^ (Valentine t Valentine) 
*H#fFS?5, 296, 236-^- (Santus t Golzi) 
*ffl#fff|5, 415, 871-^- (Pankhaniaftil) 
^H^fF^, 427, 799-§- (Valentine t Valentine) 
tfcmWWfBS, 451, 409-^- (Rencherftil) 
*H#fFfi?5, 455, 046-^- (Baichwal) 
*ffl#ff f§5, 460, 825-^- (Roche) 
*H#fp05, 472, 711-5!- (Baichwal) 
*H#fFM5, 472, 712-§- (Oshlackflil) 
*H#fF^5, 478, 574-^- (Mendell) 
7fcB#fF Jg5, 518, 730-^- (Fuisz) 
^H#fFJS5, 523, 095-5§- (Modi) 
7RH#fF^5, 527, 545-^- (Santus-ftH) 
*S#fFf|5, 536, 505^- (Wilsonftfe) 
7KH#frfi?5, 571, 533-^- (Santusftfe,) 
*H#fFfl5, 674, 533-^- (Santusftil) 
*H#fFf§5, 773, 025^ (Baichwal) 
*H#fr^5, 858, 344-^- (Mueller t Cremer) 
*B#ff^6, 093, 420-^- (Baichwal) 
H»fP^MW0 87/00044 
ffl^fP^HflWO 89/08119 
H(^#fF<^|flW0 91/16920 



2003-518062 



(17) ¥fM 2003-518062 

m^Mn^mm 92/13547 
mmm^mw 93/10760 
mmm^mm 93/10769 
mmwwf^mw 93/12765 

mmm^fflWO 93/17673 

mm<&ff<&mm 95/14460 

HBH#fRk|iflWO 96/16638 

m^Mt^mm 98/0H17 . 

mWMff^mm 99/12524 
HI»fRkl!SW0 99/51209 
H8£#fRkHSW0 99/61005 

^^-mmmmvoo 824-^ 
mjimnmm-Fro 147 7so^ 
43s 249-^ 
m-Hmf?mmmo 516 ui^- 
m-Hmnmrnmo sis 245^ 
m-Hmnttimmo 945 137-©- 
•7?>'xmmmm2 534 604-§- 

0 ^^#1^^11^56/030402-^ 
0 ^M#fFWiS^60/072813# 

0 *^W#ff &Ifi!gl0/298064-5§- 
[0 0 2 3] 

Wfo^ls ^#3<Z>iPH#^tii®^(immediate-release fraction) <h, fjjlJ#P$[ffi % 51 1^ 
fit <Dffi^&^i~&^~<D~M1fctti'\&3.)&$) (single dual-release composition 



(18) 2003-518062 

7fcH#fF04, 980, 170-8- (Schneiderftii) 
Hl^^liWO 99/12524 
[0 0 2 4] 

frfr 5 rMj&M&mj&h ttM&K) fc-f 77 (ibuprof en) fco V »T 

*H#fFf£5, 681, 583-^- (Conteflfc) 
HI^^WWO 96/41617 
[0 0 2 5] 

^^^-m^m't4»^«M^W^^^ 0 n ^ir ^(naproxen) ^oV^r«TfS# 

*H#fF^4, 888, 178-8- (Rotini iMarchi) 
*H#fFB5, 609, 884-8" (Desai) 
[0 0 2 6] 

■So 

[0 0 2 7] 

Hgfj|2, 254, 061 #f± P 7 * 3 ^ v-^tf $24B# W Id fc? o Ti&aSflJ2£ & -5 <£> 



(19) #152 0 0 3-5 1 8 0 6 2 

[0 0 2 8] 

[0 0 2 9] 
[0 0 3 0] 

J6tCtt^50ng/niL-efoS o iltRl&COX- 2 Ri^iSSgfcfcloVTtt, H 
[0 0 3 1] 

(a) ft^cDjk^^-fei/^=¥^iSa (c-x ) j$s £ 0*£<;RT*/X 
tM»tiot©HIII(c:lt5f i OK > (b) skm 

[0 0 3 2] 



(20) #i? 2003-518062 

[0 0 3 3] 

iDfv^Tw tt*a^*feffoai^o^— W^STs (i) #>25# m J; vm)» *fc 

^^XSrWi-SH^^O^ti-e, Xf± (ii) irl^^^r^X(Z)$iJ^thi, ^ 

o 

[0 0 3 4] 

f4M^J-tfF^"e^ S^ll^^f LT*5 B ^ Ut/t fcM)5 /x m*#§OD 6 o 

7Wt*fc5 k > t M—M ft <D&* z>M%>s(om-±m o mg ~ 

[0 0 3 5] 

m(DmmKte^x\± s nm-J&mmtttem. 45-^5 ^ m^Dso *&^-imx£ 

[0 0 3 6] 



(21) 2003-518062 

[0 0 3 7] 

i?J^^ffi:V^al^C0X- 2PJ.#t4»^J^(-«ir l-3^-^^(D^-®^^^)10m 
^•^^10mg~^400mg(DS^^-, ^m-ftfr^ tK^2%T?^100~^8000cPW 

itts^t t ko ^ w f /i/t^p^-^ (hpmo ^tswmMcm^ 

[0 0 3 8] 

m^n± \sa**y?<D&— pf^^^Jl0mg~^j400mg(Dfi-e-^^-, iOf- Ptf^ 5 

ds^H»©@{*chr— Xo^izi^pfiEU -t©t-X©#* ii-oj fcftt^±©g 
8!l_LflFgE*C# ««WW4*fc»^tt#y ^-^tf^^Wtt^— ^^(sus 

tained-release coating) £W Ut*J «9 ; Jg-®#£S&-®#»10 : l^b^l 



(22) #8200 3-5 1 806 2 

[0 0 3 9] 

m^-tzMm^^^xn, yK^j-^— n±m\-^m intern ^^manwm^x 

[0 0 4 0] 
[0 0 4 1] 

cox- 2Pl^mt-J:S^^^$H5S#©^*fc^^^^-r 

[0 0 4 2] 
[0 0 4 3] 

^0^©^(D{ift,^#|icf4WT©fB^^b— mtWibfr^te&xhZ? , late 

[0 0 4 4] 



(23) IfrU 2003-518062 

#c * & £ < -t t u(d^\^(d -femm * ft nrntftvo &Ati 5 w& <d^<d 

[0 0 4 5] 
[0 0 4 6] 

f^l!l*fett*oia^«riaj#"ets r&#j terete, tts«*5J;W»K: 

[0 0 4 7] 

stoMi, *»w<^»^»i:f4WiWcQx-2fa*ttiii4* % fc^rrsftsaiaa 

[0 0 4 8] 
[0 0 4 9] 



(24) 2003-518062 

[0 0 5 0] 

t u-cteJl£*i^ xeWfei^roSt, ff^s Ji§«s 

~tz> a mbmnM^mat^^xmmma^ ^mm. t&&m, mmn, mm 

[0 0 5 1 ] 
[0 0 5 2] 

5^#KO*ttl\)10mg~ltl400mg^-ir U=i ^ciyylcB^±M^Xh^MX^^ 0 
[0 0 5 3] 

SX h teMMZmmt^teM. U < M5mg~|*Jl000mg, «t t> 

* L < Ktfal0mg~#?J1000mg-Cfc3) T?^tP 0 
[0 0 5 4] 



(25) #jt 2003-518062 

t £.fc£> ^10mg~^1000mg<Z)£?* U^fSffl^ ^J:bK^£V^i(7?ir U^^-^zfU 

„ ffi*cx- vy f. ^ (9 (Dm^0^ bV^*^100mg~^j200mg-T?fo 19 , fc t Z-lt, 
100mg£ fc te$J200mg-?& 5 „ 
[0 0 5 5] 

5 -fe 1/ =» i/-? \£t&&±M*&& ^fc 5 £ £ # ^ ;fc k ft 5 ASH *> 5 0 

[0 0 5 6] 
[0 0 5 7] 

[0 0 5 8] 

8tfHMX&$ * p^fSffl (lAimESJ; 9A-#v\) ^fe^/*^ffiffl«^ 



(26) #^2003-518062 

[0 0 5 9] 

f±^£ b< tt^l00nm~^900nnu fcix.ll jfa200nm~*&400nnu £fcte^500nm 
[0 0 6 0] 

[0 0 6 1] 
[0 0 6 2] 

fl/^Ja-A' (PEG- 4 0 0) « N Wt©Xtt7K^©Mt© N jg-T5 

^J"(f&5r i dS^ofco 2§P<DPEG- 4 0 0 H t ©$B 



(27) 2003-518062 

[0 0 6 3] 
[0 0 6 4] 

tl-t. b < fi^JO. 75B#W*^W, T« t % < £ fcjftlOOng/mLO, £ t) £f £ L < 

f±^Jtt< i M200ng/niL<Z\ C« ft&Wfctt> 

J^f4feP&^©30#&rttei>fc < t %^)50ng/mLWfe V = =*r S^Olfcifc'PilUfc 
[0 0 6 5] 

5381RWC0X- 2 Pl*tt»^-a-t? 0 0* b < fit, n <^®^(75D9o J&^IM 

25 m m~^200 w nu b < tt$J25 ^ m~$J100 /z m, fciitf, $)40 m m~$J75 /z m 

[0 0 6 6] 



(28) 2003-518062 

[0 0 6 7] 

04 b< ti, Pj£^£te^;b$;h,*aottt*<B*te#£b 

[0 0 6 8] 
[0 0 6 9] 

[0 0 7 0] 

h «04 b < tt % < i t>i«#ffl<D, «fc t> 04 b < J*'>ft < £ fc*)12l#|W© 
, *bT*fc#*b<f±^jK.fct>15l#Kl0\ Tx/ 2 Sr^i" 0 T1/2 te04b<te, 
Jg^j^l8Bf =t 9 04 b < f^24B#M<DW«, jgiRftjCOX- 2 P1#I4»I<£> 

, J; 9 04 b< M24B#WO^tt, < t &$j50ng/mLtf\ «fc 9 04 b < tt'> 



(29) #$2 0 0 3-5 1 8 0 6 2 

vi»to^ti 0 1 iiio&^&T^tei-s&w^&si^&feixSo 

[0 0 7 1] 

=a ^^Ol- Sf^^^l0iiig~^)400mgO*-T?fiPB#^ttJ^-C\ ^tt^ 0» 
Jft#^HB~*&4ttOffl*^=y f©10S^\ (a) ItJlOOng/mLJ: D^#V^ 

. % (b) mwftSATcD, mm^<Dtz.frcommmm^mr%itx<Dmm, 

X$ (c) »#KJ; "9ftv^,/2 St^^lSo 
[0 0 7 2] 

(a) ^200ng/mLJ; 9*£V^ . (b) ^90^*^0, 0£L<te$j6O# 
T„ax N (c) j&^«S#«*&15^rtl^ t &50ng/mLtf\ 0* U 

< tt'>fc< £&100ng/mL<D N «<^#S, *5.fctf (d) ^58W4<H1 
8B#WJte, 0* b< «^J24H#W^^««^^^50ng/mLJ; 19 ±fc % L< 
Ml00ng/mL«t U -b^ t -5 «fe 5 ftTi/s * ^i§„ ttfllliS^^^ 
24H3TOIft l-X »24^fW^ * t fc < <S P*Ti" S "T?*> 5 , B V ^ 

te\ Mini g i0(Ot4i^f Uv^»^P77y^Bl^&^^5^ tv> 

[0 0 7 3] 
[0 0 7 4] 
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[0 0 7 5] 

10: lit, £?£L<f4$U : 5^^*5 5 : 1 *"TN <9 . fc £ xJ 2\ #?J 1 : 
[0 0 7 6] 

±fB3ITOH#fFf|5, 145, 684-^- 

±m^\m^mm^5, 29s, 262-^ 

±fS3lffl*H#fFlg5, 302, 401^- 
±fB3li^S#fFig5, 336, 507-i" 
±fE3IJl^B#fFm5, 340, 564-^- 
±fB3lffl*H#fF05, 346, 702-^- 
JhfB3l/B*H#fFi§5, 352, 459-B" 
±flE5l^*H#fF^5, 429, 824-51- 

±m\%xm¥ff?m5, 503, 723^- 
±HBmxmiffiMB, 510, 118^- 

±WB3lffl*H#fF05, 534, 270-^- 
±fB3lffl*S#fFJB5, 552, 160-^ 
±fBei^*H#f^5, 573, 783-^- 

±m3\m*m¥?ffm5, 585, ios-^ 

J2fB3lffl*IS#fFfr5, 591, 456^- 
_h|B9lffi^H#fF05, 662, 883-^- 



(31) #8200 3-5 1 8 0 6 2 

±!B3lffl*H#fFl£5, 665, 331^- 
[0 0 7 7] 

[0 0 7 8] 

y- 5; ^(peri-micron) J Mfc'J; OtW Xitf" 

o ^ u - 5 ? p is^mm. 2~o. 4 ju mfSH^ms^t^iM xsr^^s «t t» 

o 

[0 0 7 9] 

J; D /h $ Xot©i fi^^H-^ y-^py©fcwetta^h 

•So 

[0 0 8 0] 

BPR^Sfeffi p|#fct#J0. 45 // ra~^5 /i mtDDBo Jfft^lM XSr^ff" S HffcJffr? 0> tfj 



(32) #*2 0 0 3- 5 1 8 0 6 2 

[0 0 8 1 ] 

0. 9/im(DD 6 o Sft-fX, 
[0 0 8 2] 

o 

[0 0 8 3] 

^^^^ y /©j; 5 fmmmmm-m&*mm uTH-^srt^So 
s^wn \mm?t~r; & & tun 5 * p JK^o^is^ffi © * i-#tfc * * 

[0 0 8 4] 

*S#fF^5, 344, 991-^ (Reitz k Li) 

^H#ff ^5, 380, 738-^- (Normanffi,) 

^ffl^f^^5, 393, 790-^- (Reitz#.) 

Km&ffWS, 401, 765^ (Lee) 
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ffcWWtfWS, 418, 254-8" (Huang t Re itz) 
7fcH#ff|?5, 420, 343-8" (Koszyk t Weier) 
7fcH#fFi?5, 434, 178-8" (Talley t Rogier) 
^H#1HF||5, 436, 265-8" (Blackftil) 
_h|B5l>ffl*ll#W^5, 466, 823-8- 
*H#f^5, 474, 995-8" (Ducharmeftil) 
^H#fF^5, 475, 018-8" (Lee t Bertenshaw) 
*H4#fFfg5, 486, 534-8- (LeeftH) 
*H#fF05, 510, 368-8" (Lauffi) 
*H#fF05, 521, 213-8" (Prasitfdl) 
*H#fFH5, 536, 752-8" (Ducharmeftil) 
^tS#fFfg5, 543, 297"8" (Croralishftfc) 
^S#fF^5, 547, 975-8" (TalleyftH) 
Km^fWfWiS, 550, 142-8- (Ducharmefife,) 
*H#fFH5, 552, 422-8" (Gauthierfife) 
^MWfFB5, 585, 504-8- (Desmondft,) 
*H#fFlH5, 593, 992-8- (Adaras-ftfi) 
7)tH#f^5, 596, 008-8- (Lee) 
^H#fF^5, 604, 253-8" (Lauftii) 
*S#fFfg5, 604, 260-8- (Guay^Li) 
*ffl#fFH5, 616, 458-8- (Lipskyftfl) 
^S^W 1 ^, 616, 601-8" (Khannafiil) 
^ffl#fPH5, 620, 999-8- (WeierfiH) 

±m^\m^m^ffm5, 633, 272-8- 

*H#fFH5, 639, 780-8- (Lauftii) 

^S#fFH5, 643, 933^ (Talleyftil) 

3KH#fPlg5, 658, 903-8" (Adamsftil) 

*H#f^5, 668, 161-8- (Talleyftil) 

*H#lf 05, 670, 510-8- (HuangtReitz) 



(34) 

^B#fF^5, 677, 318# (Lau) 

7fcM¥fWW>5, 681, 842^- (Dellaria £ Gane) 

7fcH#fFfil5, 686, 460# (Nicolaeiflfe) 

*H#fP05, 686, 470-8" (Weierfdl) 

*B#fF^5, 696, 143-8- (TalleytfH) 

*H#fFfl5, 710, 140-^- (Ducharraeftfc) 

*H#fFfg5, 716, 955-8" (Adamsffi) 

3fcP#fPi|5, 723, 485-8" (Guengoer t Teulon) 

*H#W^5, 739, 166-8" (ReitzfUl) 

*Hif#fF^5, 741, 798-8" (LazerfiH) 

^m^WB5, 756, 499-8" (Adamsftil) 

3^H#f^5, 756, 529-8" (Isakson t Talley) 

3RH#fFfg5, 776, 967-8" (Kreft#,) 

*IS#frfl5, 783, 597-8" (Beers £ Wachter) 

*H#ff 115, 789, 413-8- (Blackftil) 

7^H#W^5, 807, 873-8" (Nicolaei t Teulon) 

KmWffffIS, 817, 700-8" (Dubeftil) 

*H#f^5, 830, 911-8- (Failliftfl) 

*ll#fF^5, 849, 943-8" (Atkinson t Wang) 

7RH#fF^5, 859, 036-8- (Sartorif&) 

%:m¥ff?Wi5, 861, 419^- (Dubeffi) 

^H#fF^5, 866 > 596 ^" (Sartori t Teulon) 

^H#fFjg5, 869, 524-8" (Failli) 

*ffl#fFSl5, 869, 660-8" (Adamsftil) 

^[l^fFilS, 883, 267-8" (Rossenfdl) 

*H#frlg5, 892, 053-8" (Zhiftil) 

7KH#fFjg5, 922, 742-8- (Blackfdl) 

7RH#fFil5, 929, 076^- (Adams t Garigipati) 

Km¥?ff%$5, 932, 598-8" (Talleyftll) 
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(35) #^2003-518062 

3KH#fFH5, 935, 990-8" (Khannaffi) 

*H#fFj£5, 945, 539-8" (HarutafiH) 

^H#fF ^5, 958, 978"8" (Yamazakiftil) 

7RS#fF^5, 968, 958-8" (Guayftfe) 

^H#fF^5, 972, 950-8" (Nicolaei t Teulon) 

%kmWWfWi5, 973, 191-8" (Marnett^Kalgutkar) 

*H#fF3l5, 981, 576-51- (Belief) 

*S#fFfg5, 994, 381-8" (Harutai-til) 

*H#fFf?6, 002, 014^- (Harutajtil) 

*S#fPll6, 004, 960-8" (Lifth,) 

*H4#ff ^6, 005, 000"8" (Hopperjttl) 

tfcmm^Q, 020, 343-8" (Belleyftil) 

tRS#W06, 020, 347-8" (DeLaszloiHagmann) 

^ffl#fF ^6, 034, 256-8" (Carterftil) 

*H#fFfl6, 040, 319-8" (Corleytfil) 

*S#fFf£6, 040, 450-8" (Daviesf-dl) 

*H#fFH6, 046, 208-8" (Adamsftil) 

*B#fF^6, 046, 217-8" (Friesen^) 

*H#fFf|6, 057, 319-8" (Blackftil) 

*H#W^6, 063, 804"8- (De Nanteuilfdl) 

7RH4#ff <§6, 063, 807-8" (Chabrier de Lassauniere t Broquet) 

^m^fff^S, 071, 954-8" (LeBlanc-ftil) 

7RH#fF^6, 077, 868-8" (Cookflil) 

7fcH#fFt?6, 077, 869-8" (Sui^Wachter) 

*S#fp||6, 083, 969-8" (Ferrofi) 

*H#ffif?6, 096, 753-8- (Spohrffi) 

*H#fFSt6, 133, 292-8" (WangffiL) 

KP#fRkMW0 94/15932 

H(^#fF^§iW0 96/19469 



m^WnAMWO 96/26921 

mmm^mm 96/31509 
mmm^mw 96/36623 
mm&n^mw 96/38418 

HI^#f^^WWO 97/03953 
m^MffAmWO 97/10840 
HBUM^UBWO 97/13755 
HMfP^MWO 97/13767 

mm^^mm 97/25048 

m^^AmW 97/30030 
H^fF^HWO 97/34882 

mmm^mm 97/46524 

H^fF^^flWO 98/04527 
mm&fftefflWO 98/06708 
mmm^MWO 98/07425 
mm&ff&MW 98/17292 
HH^fRkMWO 98/21195 
fflg^fF^PJWO 98/22457 
m^MWf^mm 98/32732 

mmm^mw 98/41516 
mmww^mm 98/43966 
mmm^mm 98/45294 
mm&n&mm 98/47871 
mwMn^mm 99/01130 
mmm^mm 99/01131 
mmwff^mw 99/04152 
mmm^mm 99/04155 

H^#f^^W0 99/10331 

mm^^mm 99/10332 



H»fF<kMWO 99/11605 
H$l#fF<kPWO 99/12930 

mmm^Afflw 99/14195 
mwMn^mwo 99/14205 
mmwff^mw 99/15505 

BI^#ff^^W0 99/23087 
HHH^fF^WO 99/24404 

m^m^mm 99/25695 

mWMWAMW 99/35130 
mm&ff^MWO 99/61016 
S^WfF^MWO 99/61436 

mm^^mm 99/62884 
mmMfftemm 99/54415 
mmMWAmm 00/01380 

Hil#fF<k|ffW0 00/08024 

mwMn^mm 00/10993 
mm^n^mm 00/13684 
mm^n^mm 00/13741 

ffl»fF4»0 00/18753 
m^Mff^mW 00/23426 

mm&wttemw 00/24719 
m^m^mm 00/26216 
mm<wn^mw 00/31072 

m^Vf^mW 00/40087 
SB^fRkMWO 00/56348 

mmtmmmo 799 823-^ 
mmmmmmo 846 689-^- 
m\mwmMmo 863 134-^ 
mimwfmmmo 985 666-^ 
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[0 0 8 5] 

«^«#3f« (VI) W5{^(^oT#Mt*fc5 : 



[0 0 8 6] 

„ P7x3drix7\ 5-i7PP-3- (4 -^^Vl^yl^— 7rc^/l^-2- 
(2-^^^- 5 -t°y ^—/l^) t°y^V N 2- (3, 5-^7MP7x^;l/ 
) -3 -[4- -7 31— /k]- 2 n^l/^l/— 1 -^-i/ 

*5J;t>* (S) -6, 8-^an-2- (MJ^/^a^^/l/) -2H-l-^>- 

[0 0 8 7] 
[0 0 8 8] 
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n^f kwiei (nsaids) mm^tvh^mtmmm^mz-m^ti 

[0 0 8 9] 

o 

[0 0 9 0] 
[0 0 9 1] 

frfr&mmm^mmBfeit, ^n-^-Jpf (Crohn's disease), 
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to 0 9 2] 

m&K&z- &mm. &&&&& ^© J; 5 

[0 0 9 3] 

frfrzm&mte. mmm, nmk, mmm, &z*>mfc, m^mmmmm^x 

[0 0 9 4] 
[0 0 9 5] 

[0 0 9 6] 
[0 0 9 7] 

mm&s v ^^^mm^h^mm^, mmmmm (#w 



(41) #g20 0 3-5 1 80 6 2 

[0 0 9 8] 
[0 0 9 9] 

"C2b So 

[0 10 0] 

US, ffliti&%k<W6S1tkZ.t3:nmi&, PBS, ^iftlS, /J«, ItaS, 

mmm, nm, mmm, mmm. $mm, mm, mm. %m. &mm^t-k.\t 
m^-kSH&^mmmj&m, m^mm, mmm. ^xxj^^m^t>tz.^x±mw 

, wmm. mmm, mm. $mm. m&mm. mum. mm, 



(42) #82 00 3-5 1 8 0 6 2 

&T?&5„ frfa WM\kBMM^V (familial adenomatous po 

lyposis) (fap) mmm^v-zf^-r^m^^mm-r^ 

[0101] 

[0 10 2] 
[0 10 3] 

~^J1000mg N U * b < fi|t)100mg~^600mg, «fc >9 b < fi^l50mg~j^500mg N 
3Ekl <fc <9 0* b < teftJl75mg~^400mg, tc t ^200mg, <Dir =3^:7* <D 

1 ^4M^i5©MT?#5o frfilkg^ (9160. 7~^13mg, £?£b< 
Mlkg^ <9 3mg~^8mg, J: »9 0* L < f^filkg^ (9 |t)2mg~^6. 7mg 
s ^Tb-CMI-J; <9#?;£ b< te, -ftfilkg^ i9^2.3mg~^5.3mg N fc<tx.tt\ Ml 
kg^ <9^2. 7mg, (Dir 1^3^^© l p ^ <9 ^»f«BPJ^I^T?^^iL 
3<t#«— )tl-+^1:^5o iP^tf±10tlo~^4o©M, £?;£L< 
ttl B(aoSfctt2oOg4«T^5„ 
[0 10 4] 

OOmg, L < «^)100mg~^)800mg, «fc D 0* L < (i^l50mg~^600mg, -t t"C 

Hfc'J: 19 0* b< «|t)175mg~^400mg % i &fc£x $H00mg, COi? l^a ^ v-^CD 



(43) #820 0 3-5 1 8 0 6 2 

1 0 <Z>tetefflT?#5„ Mlkg^ »9$)0. 7~#U3mg, £?;£b< 

ttx Mlkgil t) #?J1. 3rag~$ll0. 7mg, J:»j£P£b<«U ffrMlkgS t) ^J2mg~i^8m 
g, •tLT3efcJ:!J#*U<B\ fl^llkg^ 5 #U2. 3mg~jj$5. 3mg, -f^fi 
lkg^ 5*?J5. 3rag, OtVa^WO 1 0 ^ 5 S4-Stt*5SW^*aj^"CS^-$tl/ 

[0105] 

I^flWfcfctfi:, «P^CO*t^fi^50mg~^1000mg N 0£ b < fi***J100m 
g~$j600mg % <£ 19 b < te#ll50mg~#j500mg x JEfc «t 5 b < tel>Jl75mg~ 
^400mg, fc^xjt\ $}200mg, 1^=* ^S^tfJ 1 0 ^ 5 &4-:S£#;L5 

So Mlkg^ U faO. 7~$J13m g> 0* b < (4, ffcfilkgS «9 j&l. 3mg~$j8m 
g, 9 0 1£ b < ft, ftrfilkg^ 0 ifc2mg~#j6. 7mg, bTHfc «t «9 0* b < f± % 
Mlkg^ !9 $J2. 3mg~^)5. 3mg, f*Klkg^ 9 *?J2. 7mg, Otl/a^i/ 

0 c^ffl*» lBia 0~jf$ 4 OCO^^-^-^-Ct So 50mg(^fflft^.= ^ Mi^- 

1 0 4 HI, 100mg©ffl*^L= v Y lM^fate50mg(DfBm^^y h 2^Sr 1 020 

» 200mg^ffl*^= ; y h 1 {H| N 100mgC9ffli^-~ y h 2 ^«50mgCOffi 

fi^y h 4« 10 1IU, (D#J^t-©a^^Wt bV\ 
[0106] 

[0107] 

<< ^ & i t** 3 ft scox- 2 ^SEgmpi <Df&m\z3m°vih s D 

[0108] 

cox- 2mmm&miz£%mmj!)m^&fozmn*t£nmm* 
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[0109] 

s o « m <D%mm m i s mm n x v * 5 « d> «> & & & 

^ ^ %x\ mmtrnts z xf^tmnm&^mm^^-rmi&^m^m^-^ 

[0 110] 

^mm (omfoWK «t o at* tfeKSft*©^* 4 * h*&k ± o x N ^ ax e> & 

[0111] 

fifc©^T?t>, MuS^FfWS^ais *y 

/<(K*pi>a)&mffimm. ^msm #*#m mmm, ^/r^y 
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iK^iWl^iWfffi^^tf : T±# P7xt^ (aceclof enac) , 7i?^ 
^v^(acemetacin), e -THr h T 5 K# ^gfe x 7t h7^/7xy x 7i? 
hT 5 /f-n— /Kacetoaminosalol) , 7tf7=P K, 7tf;>f!J ^vHt ( 
T*t°y^) , S-rT*^^^^^-^^ T/l^ P ^ (alclof enac), 7* 
/P^^—yKalfentanil), 7 ^ /W^'d -^(allylprodine) , 7;K;/p7 
i >- (alminoprof en) , 7 P ^y'/ U X (aroxiprin) , T JV7 7 7°o v>>- (alphapro 
dine), tT^ (T-fe^^JJ^/WBfe) — 7^7x77 (amfenac), T 

$ J $ ^l^X(aminochlorthenoxazine), 3— 75/ — 4 — t Kn^r 

S'l&gt 2-7 5 /-4-fa !) >\ 7 5/:7Pt°P>'(aminopropylon), 7 5 
;t°!)7, T 5 *r± h y X (amixetrine) , t!)f^7y^!)A N 7>-t°n=3f- 
v-;t7 .£> (ampiroxicam) , 7 A h /l'^ ^ tfT i/A* (amtolmetin guacil), 7 — U ]) 
v^(anileridine), 7 fc° P ^ (antipyrine) , !> ^BfcT ^ t° V X, 7 
yf77i^y (antraf enine) , T ^/ Is (apazone) , 'O^lf ^ (bendazac) „ -< 
/ y h (benorylate) , ^<J ^rf-^P 7 ^ Is (benoxaprof en) , ^77t^!JP 
y (benzpiperylon) , ^7^^ 5 (benzydamine) , ^y^/l/^t^, ^A~^:7 0 
P7i7 (bermoprof en) , v 5 h 7 5 K (bezitramide) , a. — \?7. 7#o — A* (bis 
abolol), J±7^-t? (bromfenac), p-7*P*7t f7-D K, gfcgfc 5 - ^ 
p p-y-y ^/H§£(5-bromosalicylic acid acetate), ~7*n ]} 1/ (bromosal 
igenin), ^-fc^iX (bucetin) , 7*2 P ^ri/y ^^(bucloxic acid) , 73PA(b 
ucolome), 7" 7 ^ 9 (bufexamac) , :7V ^yVCbumadizon) , 7Yl//;l/7 

-f X (buprenorphine) „ 7' ^ ir^iX (butacetine) , 7* ^7* 7 ^ (butibuf en) , 
7/ h77/- Mbutophanol) , 7 -fe ^/Vf- y 3vWgfc;& A> ^ t? A , jfr/WW-tftf 
V (carbamazepine) , ^7/1^ tf 7 X (carbiphene) , ^A^P 7 ^ >" (carprof en) , 
iO;V-^-y A (carsalam) , ^pp7^/-;K 7 ujVf J =¥1^ v 5 ^ (chlorthenoxaz 
in), t!)f;l/S3i)y, >77a 7 m X (cinchophen) , ^^p* ^ (cinmetacin 
), is 7*? ^(ciramadol), ^ y ^'^^ (clidanac) , ^ U p< ? ^^(clometaci 
n), ^ p^^-if y(clonitazene) , ^ P — ^ (clonixin) , ^nt°7^(clopi 
rac), T^- (clove) % >r (codeine) , Ij^f^^fV^, l|nfV7 v 
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HaT'f 7, ^ ta /P^ 5 K (cropropamide) , ^OT^F (crotethamide) , 
7^7 t ^ (desomorphine) , 7^7 V y Kb- /Kdexoxadrol) , 7^ * h P 
9 5 K (dextromoramide) , 7* V 7-7 (dezocine) , i^TA/a ^ K(diampromide) 
, '^P7it^ • tM) ^(diclofenac sodium), v>7 ai-f 5 7— ^(difena 
mizole), t°7 $ K (dif enpiramide) , ^7/1^—1*77 (dif lunisal) , v^fc 

KP37/f y ftS^^t: Kp 3 T / f y 7^ / ^-/^(dihydrocodeinone enol aceta 
te), J?k KP^fc^, T-feTVUJ-y ^Wfifc^t Ka^T/W^ — !7 a, -77 
y drf - (dimenoxadol) , 77* / —/V- (dimepheptanol) , 7*7 TVl^ 

7A7^7(dimethylthiambutene), ggl^v^^lr 7 ^TVWdioxaphetyl butyra 
te) , i? tV-? 7 7 (dipipanone) , 77° n ± (diprocetyl) , fc° o 7 (dipyrone 
), /V-(ditazol), Kp^t (droxicam) , x^-;V7 7 V* (emorf azon 

e), xy7 7@g(enfenamic acid), ^ tf y 7" /Kepirizole) , 17*^ ^ 

77(eptazocine) , rcxyViM^*— h (etersalate) , :nx71f $ K (ethenzamide) 
s 3i b^yy ^/y(ethoheptazine) x m f. =3f-*r 7 (ethoxazene) , rc^vW.* 
^7A7^7(ethylmethylthiambutene), r^/V^/H: ^, 3i ]> K 7 V V (etodo 
lac), xF7xt^-F (etof enaraate) , ^ h — y "if 7 (ettonitazene) , ^7 f 
7 — /W(eugenol), 7 ^/V (f elbinac) , 7 a: 77* 7 * 7 (fenbufen) , 7^ 

77 u ^S/^gft(fenclozic acid), 7 x. 7 Kf— /Kfendosal) , 7i;7p7i 
7 (f enoprof en) , 7 x. 7y ^A- (f entanyl) , y ai 77^Tlf y (fentiazac) , 7:=. 
7°7*JJ — ^(fepradinol), 7 3l7°7 j/ 7 (feprazone) , 7P7^7x = y(floc 
tafenine), y/l-y ^"T'A^Cflufenamic acid), ^i^P 7 7 (f lunoxa 

prof en), 7 /l^l/ V 7(fluoresone) , 7 ;V tVl^7 (f lupiritine) , 7^7°a7 
77> (f luproquazone) , 7 ;WVt'7°P 7 ai 7 (flurbiprofen) , ^ 7 /ft If— )V (f 0 
sfosal), 7* 77^7 7^ (gent i sic acid), 7*7 7 7 (glaf enine) , 77l-# 7 
y 77(glucametacin), f D f^l7l y 7 7 T X 7 7 (guaiazulene) 

N t Kp^ K7 (hydrocodone) , t h'P ^/^^ 7 (hydromorphone) , t Kn^r i>"< 
^77(hydroxypethidine), 7 7"7 ^7" 7 (ibufenac) , 7 7Yp 7 7 (ibuprof 
en), 7 77°Pdf-y-A(ibuproxam) , tyf/H^^7^K 7 7 FT- y 77 
, -fyK7°P7i7 7 77x 7* 7 7 (isofezolac), 7 7 7 K^/Kisoladol) , 
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4 $ KWisomethadone), ^ 7 is is (isonixin) , V ^i?/^ (isoxepa 
c), ^ y^v^ A(isoxicam), <{r h P $ K>- (ketrobemidone) , ^fP7°P7 
3i V (ketroprof en) , ^hP?jx^ (ketrolac) , p — 7^ hP7x^f K (lactro 
phenetide), 1^:7 $ ;x (lef etamine) , l^V^:7 t y — /l/(levorphanol) , P 
^^^^/Wlofentanil), n ±7*7 $ (lonazolac) , n;U/ ^isjj A (lornoxic 
am), n^77°P 7 ^^(loxoprof en), T -fe^/Hf V T'A'Wt V v>>\ nr^/HJ- 

y y P :7^^i^(meclofenamic acid), ^7xf Ai( 
mefenamic acid) , y ^< ]) i?ls (meperidine) N y 7°# 7 ^-7V-(meptazinol) » y 
^7 % >"(mesalamine), * 9 7* is is (metazocine) , ifiSly ^ Vis (methadone hyd 
rochloride), y h h P y 7°7 (methotrimeprazine) , ^^7^7^^(met 
iazinic acid), 7 b ^ U (metofoline) , y h *K is (metopon) , ^7 # J is 
(mof ebutazone) , ^7 ^ )/ 7 $ (mofezolac) , ^7 y*>"(morazone) , ^/l-t:^, 
Wfc^SVM^^ WM^^^^, iMJ 1J >-(morpholine salicylate) 

^ $ p 7 ^ 1/ (myrophine) , ±7*J> b is (nabumetone) , ±)V^f7 >f Is (nalbuphine 
h 'fvMRl — ^^P^i?^ (naproxen), ^/Wir-f ^ (narceine) 

, ^/fc/^ A (nefopam) , — ^ ^/l^ t: ^ (nicomorphine) , -7x^yV (nifenazone 
) N - 7/1/$ y ^^(niflumic acid), ^^^U K (nimesulide) , 5 " — ^ h P — 
2 '-7°P*>^71r br^P K /^(norlevorphanol), 7 

/t^y ^ (normethadone) , y /We/I^ t: ^ (normorphine) , / JV fcV^y is (norpip 
anone), $TJV^7 i?ls (olsalazine) , (opium) , :^~^lMr :7°P — /l" (oxacepro 

Ds $ V^(oxametacine), ir^r^7°Vi i?ls (oxaprozin) , t^;/^ 

(oxycodone) , v^/P/fr (oxymorphone) , ^T^r is7 ^ ls7* $ s / is (oxyphenbu 

tazone), /</<'<ls& A (papaveretum) , s<7 ^ y 1/ (paranyline) , ^7HJvV§; F 
(parsalmide) , *<ls$ if is is (pentazocine) , ]) 7 ^c^/V (perisoxal) , 7xf" 
ir^^ (phenacetin) , ^ K^r If is (phenadoxone) , 7 ^ ~)~lf iSls (phenazocin 

e), Ii7xt/t°!J^ 7 ^7 7^(phenocoll), 7 ^ y y isls (phenop 
eridine), 7 cn / ¥7 *S IS (phenopyrazone) , T±±/^ V ^/^W,7 7 
^-/K/^y'iA lMJ^VBfc7cc=/K 7x^7 5 K— /^(phenyramidol), 
h7 0 P7xy (piketoprofen) , t"; 7> ? >' (piminodine) , \^^<^f^/ 1/ (pipebuzon 
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e) „ !Jpy (piperylone) , t°7 P P7xy (piprof en) , If 7 7* 7 7 7 (pirazol 

ac), t°y h7 5 K(piritramide), tfn =3f v'^ A (piroxicam) , 7° 7 / :7° P !7 :n 
>- (pranoprof en) , 7° P j^VM ^ (proglumetacin) , 7° p ^7° 7 isls (prohept 
azine), ~7° P ^ (promedol) , ^P^-fc^-^— /Kpropacetamol) , 7°Pt°7 

•Mpropiram), 7*0 tf^isy ^ is (propoxyphene) , 7° P if 7 ^ ~f- y* is (propyphen 
azone), 7°zi y* is (proquazone) , 7°P i~ is=- -y 7 (protizinic acid) , 9$ 
^aL^yWramifenazone), 7 % 7 17 7 = A(ramifentanil) , ^ ^vHSiElt D 
y y £ A (rimazolium metilsulfate) s -^^-fe ^ ^ K(salacetamide) , V i/ls ( 
salicin), iMJ 5 K, U ^VKT 5: K o -Bt&Csalicylamide o-acetic a 

cid) , y- y ^/^^(salicylsulfuric acid) , ^)V^-;V Y (salsalte) , 1?vW< V 
Wsalverine), isy\ h V R (simetride) , 1MJ f~AS&f- h V 7 J* , ^^a:^* — 
A- (sufentanil), ~7)V7 7^7 ^^(sulfasalazine) s .X y (sulindac) , 

7 — ;<—-%-%:is K • is7>J\-7^~ If (superoxide dismutase), ^7°P 7x^ (supro 
fen), .X^v^P (suxiburone) , & f\s~ 7/^7- ■ ]> (talniflumate) , *r^#y 
y(tenidap), 7/ ^fi^A (tenoxicam) , 7 P 7 a^y — h (terofenamate) , T" 
h 7 Is K y V (tetrandrine) , ^~T"/ V J 7*7 V is (tiazolinobutazone) , 7° 
P7^ = ^^^(tiaprofenic acid), f77^ K (tiaramide) , ]} isls (tilidi 
ne), f-J y -^(tinoridine), Y ;V7 ^-f~ J*^. (tolfenamic acid), h/l^^V 
(tolmetin) , h 7-? K— A (tramadol) , h p -^iX V (tropesin) , t?5 y /V(vim 
inol), = 3 f-fe->'7''^>-(xenbucin), ^cis^7°X2 7 Is (ximoprofen) , tVl'bT'P 
7 rc^(zaltoprof en) *5<f0?yy if 7 V 7 (zomepirac) (The Merck Index, %\2 
US (1996) , Therapeutic Category and Biological Activity Index{£ strife cStl 
"O^ "Analgesic", "Anti-inf lammatory":£ £ ^"Antipyretic" (DM I 

[0 112] 

fflSritr^, y-t°y--Y R^^^y y^y^v, ^t^sfcte* 

©P3f #: t? & 5 h % o 
[0113] 
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iftcox- 2 |5g.#tt»^m-«»/t £ ^«*^-t°^ K» £ 
[0 114] 

fc*fcjg&&*b<5££2s-T?#5o i 0^19^**3 *5it)lot 

[0 115] 

* b < te#t)25%~^85! Hfc J: 5 0* b < (±^J30%~^)80%©^^C0X- 2 

ttMi^'a-^rbTv^o 

[0116] 

mum, mm®, ^v*is/wtLitti*:<Diim{t. ^ftti&a^^m^m^- 

[0 117] 
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[0118] 
[0 119] 

®f3ti- 5 rims, «^J«^^'tt^^«^!l^M fe*fcIIS4fe«r3ffijOfc 

[0120] 

Pettis /vw^ttu mi^w^fcttM^wtfefifc^tt^i-s* 
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[0121] 
[0122] 

) (ftfll) *5«tt>^A^^^(Emdex) (j&HQ ) ^^X<D ; ^^=-Y~-JV ; V ;V 

; ; b (#!lxJ3:, ± — X (Cerelose) (M 
W 2 0 0) do J; TFf** hn-xi 7.kfP^ ; rM&&&ffi&t# fris •> ^ 2 tK^P 

& ; &M«#J ; »Jtf>#t ; l ; WEfift^/^^ 

nositol) ; *#!R$@#(hydrolyzed cereal solids) ; T 5 P— * ; 8fc^iftf£-1? 
yl^n— ^M03o!-*3«t^ftW-fe/'V>3 — ^jg l/^-fe/KRexcel) 
(itiSQ ) fc'iU^WP^jg ; ; ; h^-T h 
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[0123] 

©ftfilft;^-^ fcfc>*>, ^X@^^fa^*i|a^#)(wet gtanulate 
d composition) ^» ^ftfc^^fCir^n (flSSIlRlttlJ:) *j,fct* 

[0124] 

^fcteli/^-?, ^ h y <>iN»^y =» h (sodium starch glycolate) (fc 
ix.ll ^O-^^x h (Pen West) CD^^x^P^^CExplotab) ) *5£0* 

^#>1f ?fVftSilfc3-^^-f (fcfcfctf, a ^(National) (j&gl 
) 155 1, f-v-a-^/P (j^HC) 1 5 5 0, *5«t^7 — = ^(Colorcon) (ftflt 
) 1 5 0 0) h^i£)X<Dmffi, (tctx.lt, tT—^fA (Veegum) (j&gQ HV 

n— X, ^ ax^/l^ V— X (croscarmellose)-^- b J) ? A (fc £ jfc.fl FMCCDAc- 
Di-Sol (j&gS) ) „ TA>*e*— K * o^JKt' l>^(crospovidone), *5itK^fA 
fcittf*^, j/T— % ^-^=f-rpt (locust bean), #5^, ^ J;T>* J> 

[0 12 5] 
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X 9 U * b < ttJl&O. 2%~^5%, Sr^-fo 
[0126] 

0. 2%—^ 10%, £ 9 # * b < timo. 2%~ffiT%s % ttlt «£ 9 b < te^jO. 2% 
[0 12 7] 

-tjv (Mm) 151 itexu-r^B-r/v mm) i 5 o o ; -tr/vp— ^ N fct 

?A (fc£jfctf % P-*(Tylose) (j&K) ) ; T/l'^Bkfc.fctfTVW^Bfe 
<^±t ; g|v^-yr)A7/^;-^ ; PEG ; fT—JSJ* ; ; 'O' 

h ; ^bTK^ ; fc£x.f±\ JiKtT K>-K-l 5, K- 3 0:*3<fct*K-2 9/3 2 ; *K 
V ? ^ y h ; HPMC ; t Kp^^p tVHr^P — ^ (ft £ *.f* % ^;wt^ 
(Klucel) . ) ; *5 ±tJ«x^t^P>- X (fcix.ll ^ f-feMEthocel) 

*afiJc*©^a*©*U0. 5%~^25% N * b < Htf&O. 7%~^)15%, ^ bT J: V b 
<fi^l%~^10% s Sr^fei-o 
[0128] 
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[0129] 

— ^(nonoxynol) 9 N y/=^W — ^ 1 0 s *5«tt>^^ b — /Koctoxynol) 

9, xKp^-t— (poloxamer) (xK y ^xX^l^i ttffv fc° 

«\ *j?y ^^^i^ (8) %z?y fr/xy'v i/&^;-&£tfi?--yy± y 

K (fct^Lf4\ ^f^7"7^-^-fe(Gattefosse)cD9 7^y^^(Labrasol) (j&g?) 
) , (3 5) fc^^&iT^y ^v^T^y (4 0) 

(2 0) th^77!)^x-f;K *°!J t^^f l/yfteix^r/K 
fciitl /Ky^^c^V-y (4 0) ^t7^- K xKV ^v^^yy^ 
if ^ yx^r;K <t ;U3\ # y y/w<— h 2 0 & «t tXaK y y/w<— h 8 0 (fc 

i X. fi\ ICICD y-J—ls (Tween) (MO 8 0) N ^ntV^Dn -/HgJM^ 
r>n^y n~ ^(Lauroglycol) (j&gl) ) , 7 -) y /«t h !) II 

H^rn^ J: w tz.ii x. «\ ^- w ^at ^ w ^sh-' h y •> *s ± w w 

^y^r7i/- K y/i^tr^y^^vvK y^tf^^^e-y 7!>v- h 

;xr71/-f, ^p^IJ-tK— /Wtyloxapolh 7J^3 
[0130] 
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^it©|*)0. 25%~^7%, J; K) #}^. b< te&K). 4*~#J4%, ■=& ttl(u iD^L 
[0 13 1] 

nM (*S#B5it^l*5 «t I*/* fcte^-f h (glidant) k-a &Tco) 

t UT-^tfo ^J«> fi* t*fcttia^*-Cs ^ y -t y /w</>^— h ( g 

lyceryl behapate) (fc i X.tf, aAT'JJ h — /KCompritol) (jgfflQ 8 8 8) ; 
y ; 7j<*«%$3 ^^P^jx^^CSterotex) (MO ) ; =»' 

* 4 K^y# ; ; ; ; gcS«^ h y ; h !) * 

A ; b y !)A ; ifrffr*- h V ? J* ; DL- n-Y ; PEG (fc ir * 

/Psj? !7 * ^ (Carbowax) (j^) 4 0 0 0 £> <£ V V $ X ( jtfft!) 6 0 0 

0 ) ; ^~ W ^SH" h y ? A ; 7 *7 V /HfcBfc-* ^ ^ * A„ M^5Wtt#$ 

ffiB%, -tb-CJ: t)0*L< fi$J0. 25%~$J5%, 
[0132] 

1 CD ffl o J» £ $ 6 It bb mftffl $ ft 5 0 * b v n ft $R£ij t? 5 o 

[0133] 

#4&©*!i# $ * 5 tc £> \z.R.XP7 u 1/ h'fKD&M&i, £ -ft S * fcffi 

^f± N «^»©^«*©*&0. l%~^)10%, i^?tt< }2$*J0. 25%~$j5%, ^L-C 
35 ^ £ 9 b < ^^i-„ 
[0134] 
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[0 13 5] 

if-a-^oTfi, — o£fcfi^n^±<D|§»J (effervescent agent) *3Jftjg£l| 

~ftJ75% ^tt^L< ^45%~^70%, ^60%, Sr^o 

[0136] 

3(1^ nWmi±ff®X # 5 6 E&J£*lt "STUB fti&a*#J © £ pjfg 

[0 13 7] 

S^CD^CO^ • Sb^Jt(tap and bulk density) flii^, J^O. 3g/mL~^Jl. 0 
g/mL-e&5 0 

[0138] 

^M^-c^ikN~7^50kNo^^Mrs) -wftie^ttSo ffflc 

^j;^^^MbT#^^^v^^^tt^^^|JM^fflv^b^^■r^ iv\ lOOmg 

^)5kP, ^L-Clti 9 b< te4>ft< £ t^6kP-efc5 D 200mg».H;LOlNT 
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tt, mfe b < tt^* < t h 7kP, J: 0* L < «y>& < t tl^9kP N LT 
« * ft fc £ # fc* ft * &fifci" <5<£>^ BIT? *> S J; 5 * "CJEifil §1x5^ 

[0139] 

§mm-%w (Dtcbbia^ mmmmm \-immnm^ & v * -c , & * u < ^ 1 . 0%^ 

[0 14 0] 

th Z> fax n&m K: 5 Jt 5 £ *b 5 13 * OJBK tf> fW-*&W ^ $ ft 

V>5^I«S^#&-e^5o fctx.il ±iE*ffl#f^5, 609, 884^Kl^P 
^{CIOV ^fE<fc * ftfc t> © MStfc 2 «M<Z)3l*RWC0X- 2 Pl«»^J«3t 

[0141] 
[0 14 2] 

$:$&fj%ff)-? h V -y#x $L$Mn fiHPMC & N SiRWcox- 2 |3fl#IS#3<D$cW:7 0 n 



(58) #820 0 3-5 1 8 0 6 2 

1 : 12*-C % «fc t>£?*b< fcJjfol : lfaibffil : 6£T\ T?2b5 0 
[0143] 

HPMCstt-t^bO-fe^O— ^#»<Z>«ft*S3E»i-*o -^HPMCOzKtfefrfttJ 

tt#>\z7toz.mm£frz>o mm mmm ttzz-vn, nmnm^hvyt^t 

nSHPMCsfi^K^ 2 %t?CD*^^|tlioo~^8000cP, 0£ L < f±^1000~$)8000cP 
, tck7l&, ^)4000cP v T?fc6 0 
[0144]. 

HPMCsfi^fc, t;VP- ^f4^^-h<Z)W^it: Kp ^rvvl-'X^v ^ b^r^/l^f- 

n # ^ vvi^gm^it #n-r s ^ s # th % hpmc«'I4«^s j; 19 n 7 .kt£ id ft 5 o *m 

< \H.m 12%(D^ t K n ^ i/^ n /K dr -y;HfH £ ^T"T 6 HPMCs £r|£ ffl t^r 
[0145] 
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{£fit % % i0 M± (Dow Chemical Co. )<D^ hir/KMethocel) (fSjlH) 43«tt^ 

ffiif^H (tfc) (Shin-Etsu Chemical Co. ) (D * h n — ^ (Metolose) (jgJtf) 

CTIitffeSfilAI^W- K<£>HPMCsCQ#!fi v ^ b-kyi^ (jgftl) E5, ^ hir/i^ 

(i^ffQ E15LV, ^ h-feyl/ mU) E50LV, p< hir/V (jSID K100LV, &£Tf 
^ hi? A- (MM) F50LV£-&a-U ^ttlh<D2mM%7K^Wn : tth^^5cP, 15c 
P, 50cP s 100cP*5it^50cPO^Sr^ri-6 o ^{i^^^r^-rSHPMCsO^Jtt, 

mU) E10M N ^ h-fe/V O&flQ h±7P (MW K100M&&#U t 

nh<D2MM%7kWm-i, ^fo^tllO, OOOcP, 15,O00cP43<tmO0,OOOcP(D^ 
&rWi~3o ^^^HPMC$^ B n o«Anon (1997) % Formulating for Controlled Relea 
se with Methocel Premium Cellulose Ethers ^ & P *r ^ # A4tu K-fBtfe £ ftT 

m if -Y 7"*3 J; TJ^S (iTIB^)* 1 <D 4* icJ&fc £ tit V ^ „ 
[0146] 



m 1 « $ ftfc HPMC Miff., 



^ Hj/ptm E4MP 
(USP2 9 > 0) 


* > P 2 % 5 


4,000 cP 


/ hdfiX/K % 


28—30 


t KD^i/yn?^^ % 


7-12 


* h-k/u™ K4MP 
(USP2 2 0 8) 


* r P 2 % fC*» # 5 


4,000 cP 


p< h^r-WK % 


19~24 


t Kn^-xr/o^^v'/K % 


7-12 


* E 1 0MP 
(USP2 9 1 0) 


/fc 'P 2 % it & ^ttit 


10,000 cP 




28-30 




7—12 


^ ].-fe/wTM k 1 5 MP 
(USP2 2 0 8) 


* * 2 % § 


15,000 cP 




19—24 




7—12 



[0147] 
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[0 14 8] 

<DmM%m< ^-fr5i#x.^ti,5o ^Hw<o^vjitt*o< >9 smitten 

[0149] 

10 1 HI^#^ai-rs 24fl#W*^-efcS 0 
[0 15 0] 

*mm(D -mnm^ h y * ^i^jtefc t x.«\ ii^^cox- 2 pj.#i4» 
^t/S«ttftti^K«»^ hpmc-7 h y s^*^®^ 

cox - 2 pi#t«^ ^-a & m—ignm&m m ^j±m-r s^taox 



(61) 2003-518062 

[0151] 

^df-f-w- (^tJ^Ci\ 60 y y h/^CD^— ^-^^ (Baker Perkins) :/ 

Tlf-tr/KAvicel) (jStH) $^p b b) > HPMC (M£«\ ^ h"fe^ 
(j&flQ K4M) % *5itK|§^J (^1J^«\ 77- h (Pharmacoat) (jffiSf 
) 603) 0^b<f4, r <DH«#T\ ^ifi-T5 0 ^*i<b«ls|-£, fc£xJ3\ 31 

[0 15 2] 

^W^^i~i.5k g /^^i3^^»$tb6 0 #fettsm^;5t^ 

[0 15 3] 

S> ^ (Aeromatic)^Ii)J*^M-e^$^T7j<^^^iafi%~^3fiS%^ 

^-94^— (Computrac Moisture Analyzer) Sr^ffl Ltgtt§ 5 0 
[0 15 4] 

# &ftfc*fc«WS*fcttx i *. , 20t< y is*. (DM t m^comw-r^ 7 1 <Mfctf> 

j£K1KJ£ (1500—2500 rpm) ^^ofc7^ yV^ h V y V (Fitzpatrick) (D 

6A) Sraja**5r.tK:J:oT, «|&fa£*bffi#tt £*l6 d 

[0155] 

#fetu7c^^^tLfc^tt <z>*^ 7ctx.«\ /-^-y^-^y- 

(Paterson-Kelley)23i^7^— bVM^V^^— ©ff^ % A^5 D Mm^-P/Up 
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[0156] 

s rtf— xj ^fctt r=a— ^^Ktr— Xj 

[0 15 7] 

s , -fi^cmtt y k tf-xo^^ ± o xi < m if «t < ^ § *l 5 o tf- 
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aft^^fU ^LTSS^W* b< «^0. lmm~#U. Omm % J; <9 0* L < fi$J 
0. 15mm~$^0. 5mml?fcSo xJ2\ £ f — Xfi^frb^O. 425mmt5t£riIi®-r5/^0. 

^xMit-tz^t&X'Z, ^v^-r^ fffflu «^ ^itm^^ts^t-t 

[0158] 

£ ^MW©* y ^ y Jf u < te^cWMttzK y y -rJi 

[0159] 

HPMC S t Kn^^'ntVi/t^p-x, t Ka^j/xf^A'P-^, ^f;>t 

#7 — n^(Colorcon)(Di/a.r y — * (Sure lease) ) s g^ir/^n — X 

, #7l^^v^^vlH?/VPi — h ]) »7A N T ^ V ^gfe*3 «fc * ^ y /i^£> J; 
O^tb h<D^^ t;W1^^ <fc t>**Ml^#: (fc h a— b (Eudragi 

t) GSaO RU ^K7^h (fiflt) RS, ^-K7^'h (^tl) L100, cx- 

K^=¥h (MQ sioo % ^-K7^> (mm) ne) , ^ytf^nyKy^ 
T=r— y^^jiS. /Ky ^-ttpH#^#tt*fc«pH^#'l4©^tti^^#^ 

[0160] 
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n — A • 77- ^(Rohm Pharma) K^^r h (Eudragit) (MM) nWWtWt 

tK^.-K9=¥> (MO RS^S^*^ 4 ^T^-^S^ofcT^ U /V 
dfh RL^-K^h -OS*) RStt-t^i *>t£T^*e-?J*&-M- 

*K 1:20k, 1:40) „ K9=¥h (i®BI) tK 'J ^-cD#tt ^ Eudragit: Sust 

ained-release Formulations for Oral Dosage Forms , Rohm Basic Info 2{dfE 

[0161] 

xf;Vt/l/P-X, Wiff^TD — ^(Surelease) (MM) "CtKI* 

5cP~^J15cPO^^i-S3i^ir^n— ^^ffl-f-SCl k&&1Z UV^S, {til 
(75^:7°C9-fe^n — ^^/Ky-^— ^ffifflT-^So^^-fe^t 3 ^^^ HPMC £ |& 

[0 16 2] 

=»-?^ >-^ms«fc t a.«r*:*v- sua, it*** • mttttomm 

£J^^/-/K T±h^. ^;Wy/f^l-^ (MIBK) % **5j;T*i:0>ft 

[0163] 

^^©g3®4*^b**a^*K:^-c#ao ^-f ^tt0£L< r±, l.o 

~7. 0(DpHfS[S^^/coT^WW^pH^^#U^V^3StM^^"-r5o «t 9 iSiV^p 
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[0 16 4] 

m (Dfim (vm-f ^^—y-^^ ftwfo f-tv^ /vxj—^t hpmc ^ ^ ^ ^ 

55 : 35^80 : 10£T*<DMSJ:tO^^A'i?/l/P ~ ^ iHPMC^fb 
[0165] 

[0166] 

a— 7^ ^ t -w-X|aJ^#)^5t•f-5 7 0 a^r^^*5V^-Ctt, SliRlftCOX- 2 PA* 

T©i 9 W©»iotM^Mt$ix5 0 ^t?1000~4000g(Di(7) 
h-^^»H B H R-fe^n-^ (#!!xJ3\ T tf-fevWAvicel) (JSS9) PH-101 
, Ttfi?^ (j&gl) RC-581, TbT-feyU (FSffll) RC-591*fctt*;h/k0>JB^4W 
<Z5$ft<£WcI^£8§aqU ; &LTiSllf»f^lT?2~5^WI£^S^i-So * (300-7 
OOg) £2)Q;L, *bt#fctb^fflSri«3fi"C2~5^iaj3|l.#i-*o 
[0 16 7] 

ejus Medical AB) „ X>?i-fy) T\ ^#0. 25~1. OmmW^TL^ttfc^^O^- 

y y^ ^%^~tz>iih%^? y — ^SriibT, itTttSo tv^— tektfy 

[0168] 

#btbfcffttl#)^W^«fc^ XLf^NICA-^/^^ (Marumerizer) (7a 
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o • ^^y?±(Ferro Mecano AB), X^i-fV) Tfr 5 - £ <5o '*A'* 

y^-lf— • h^iiftfi^ b< {4500—10, 000rpmfcSflfli5$*LS o Jt^t-fbfi 

#^fr-e^°u— fJi^^iooo g (D^tti^^tor2~io^M^$^6o 

[0169] 

(Aeromatic AG), WSO ~C\ 50— 90°C£>A P U&~Cs Mft 5 C f*-f ^ n ^ • 

££tfS.-C#5 0 /^^W* L< 200~800g^f-7V^5/^^^W^tL6 o # 
•^^.y^te, mMfa-Vnt£<m*(Dt?— X£#;5 ^^100—400 mV^f©^ 
^Wl?10~60^^$^S o *tlfrb s ^V^^^U 

LT^^^^f*^40~60T:(D*||-^#J?M^5~30^-^^i-5o 1600~2000g 

[0170] 

X\ fctxjl, 850 ^m s 600 Aim, 425 jum, 300 /zm, 250/zm*5 J:tM80 n m, frh2 
[0171] 

y-^^-(Wurster)) OTL-C, 10~20fig%<D@#:^#; £ Ltlffll:^ 3 
0 ^7°^— ^Vtt^y Kc^JI&^^O. 25cm~5cm(Di«$<Z)<b r 6^W^tt5 0 -fc 

^W^'nt^Xy^^-OTLTlffl^^ : "KJiJEEl. 0—3. 0s*—;l> 

i 

, iiJE?M50— 80°C N ilJM-SlOO— 400 m /H#, & £t>^«:M$10~ 80mL/ i 
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[0 17 2] 

# X-fcyWfcXn -fex fc: ±ot* X-fe/Wfc: £*u£o 
[0 17 3] 

ZlM^tUf^ f -XSr^r-T 5 #3SD! ©Mtt £§^t1" 5 7c c7)#ij^<7) 7° p ir ^ »c 

m&^A'timzinZo ^^mmo)^mwfm^ xmm<o%m , tiL¥&tim-tz> «t 

ttiMftW y - £ zk £itrtr *K y a ^ X^J^M £ ft 5 „ *K y ^ 

- h $nTV>5J»l^~X©J:^i^t#»t b^T^if^Wttlf-XSr^-r5 0 
[0 17 4] 

ftxmfo/fo&fflMMMzftZo zvmm/mimmmmnm^x, ^-rft*>m 
tr— X(7>±ffifcij^##»tc>tt5o ^rox/i/-3-7^ >-x^#f±gfffflw3— 

[0175] 

±ffiOJ: 5 ^M3t$ixfcZlM^Wttt^X}±a^(D^X-fe/HkXni-fe^^ < J;o 
[0 17 6] 



(68) #820 0 3-5 1 8 06 2 

1. 13.8%CO±U=i^--yy\ 2. 8%(D7tf\? K^K30 N 0. 1%<D J V V ^BM^ h V V -A 

2. ^COM^lMM^)^, $4 y • • ^ya7iy • ^V^/WWily A Bach 
ofen DynoMilD^e^VwKDLffi^^^^r^ffl Lt, ft©i5^ttTT\ tfi^^yl^ 
t&mVfc : (a) fe v #^--t^^-: 0. 15 D y Y)V S *y ; (b) 
0.7~1.0mmcD#^7^t*-X; (c) 125mL ; (d) 
mWmm-- 3000rpm; (e) #®B^: 60# o 

^t^X (median volume particle size) fi^fctfeSLfc £ oTO. 8 /z mT&5 

3. iw^^as^fcis^iswifc©^^*^^ h*-^ (na*%) l 

4. £©$A'$&SlfilSMfeS\ -ir-v h (Yamato)GB-21^. 7° K 7 -YiT 
— T\ 5fc^T^Wtt*fcbfc : (a) ^ItRS: ^ p V ; (b) A 
Pllft: 110~130°C ; (c) [JjPlS: 60~70°C ; (d) >!t«M: 3~5mL,/ ; 

(e) JS*: ^MH<D 30-50% ; (f) ®fiJ£: 1 
[0177] 

mm^M^fDMmcDmm^M (<£#<£%) nifk<Dk&<9X»h^tc: 48.3% 

(D^U=L*i/7\ 41.5%(D7? 9. 7%<^f K^itfO. 5^07 £ U /Hj(E 

h v 

[0178] 

1. 30%(Dir l/n ^rv^7\ 1. 1%(D7$ fcT K^K30*3 J;t*68. 9%(D^ ^-^TkSr^tf* 

2. ^(DWMWM^^, PA V • 3:— • /< y a7i V- ^S/UCffily A Bach 
ofen DynoMill)^VPKDLS^$^^£fflLT, ft©i5^#T^ 
Mlfc : (a) t&#?-*>v<— : 0.3y*WK '<S>^#5£; (b) 0 
.7~1.0mmCOm v ^7^t^X ; (c) 240mL (SM) ; (d) tft 
#5S&: 3000rpm ; (e) «EJfc: 40mL/# o 

3. ^3.Ty— (Surelease) (fg^) E-7- 1 9010^ V T (Clear) (^7^3^(0 
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olorcon)) (41.1%) , HPMC2910USP (4.5%) £5 £ OTh' ^ W7.R (53.5%) Sr^tf 

4. 3&fe&l!GKSJ1&£\ W&<D$ l/it^l/l/^JV ■ ^.7° U— (tangential spray)3. 5 

Oilfclflfc^ttttMLfc : (a) /X/V: >^ (Paasche) VLS N f^X5/X 

iV'f'yZf ; (b) Bfctf+ttJE: I7psi ; (c) I3«m£&: 300rpm ; (d) l&ftfll^SL 
flOff: 3 cfm ; (e) WkM&fSM& m > 70<C ; (f) 5fc#tttt4: 0. 2-0. 4g/^ 0 

5. -tti^bs £©!H4&ra4ba*4fe©±K:* #U = *— T'-f i^Sr, l§4 

^tfeofc (<£#:©%) : 52. 5%tf>#»|£#l ; 40. 0%<D± l^a 3f W ; 1. 5 
%(Dtf\f VI/ ; 4. 0)i©i/a7!) — * (fSfll) Hfr ; 1. 5%<DHPMC 0 
[0 17 9] 

3 : -feW ^ dr - HO± tf- XoftlJt 

1. 5. 0%CD? xi— X • -f-hV !^ANF*5j;t)?95%(^^^-V7K^tf7K 

2. :©|||fii^^, vy^ n — ^(McCrone)®»#^ (^7*^232) & 
^/BLT, ft©i5WT-C\ (a) : *° 
JJa^i^ % P — ^7^2321, 232P^^^^°#t ; (b) 48 
38WB^y^^— , ^•r ? ^232A ; (c) 5^Mt: 3g<D^ P' — • t~ 

hy«>A s 20mL©7jc ; (d) 57raL (? /^S^fcM^ t 

; (e) ©Wg^: 10# o 

3. 30%£>fe l/a^r^ 1. 1%<7)/Ktf K^K30*5 £D*68. 9%<DJ1£^ ^WK^-a ti>7j< 
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fc^-X (WJ2ti3it5i <Z)±^#tttf»b7c : (a) 

yX/U: ix^t (Paasche)VLS, f-fX5/X;l/f 5// ; (b) B^{\NtJ£: 17p 
si; (c) UlteM: 300rpm; (d) $£Mffi^CfW 3 cfm ; (e) 
^: 70°C ; (f) ^tttfA: 0. 2-0. 4g/# 0 
[0180] 

Tf3tf>il !)T'feofc (^£<D%) : 40. 8%<^«^3 ; 31. 3%<D± U^* 
il#tffiJf ) ; 1. l%<Dtf}f ; 3. «©y a 7D (Surelease) ®{£ ; 1 

. 3%©HPMC ; 20. 5%(D± (gpH#$Cfctijl) ; 0. 8%<Dtfl? (iPBf#CffiJf 

) ; 1. P^^7/U-p< v-X • h y £ A (gpfl##ttfjjf ) o 

[0181] 

±mmmm 1 ~ 3 t^st £ n^c tr-x^ <t tc nffimz^-t z> , mm 

ir/H^if* g &(Dj3 -f*. f)V (Capusugel) (j£j|Jf) X#0 =1=^-^5/^ (ConiSnap 
[0 18 2] 

[0 18 3] 
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mam 


/*» 


tmtm 




A 


(160 mg) 


tf— X (300 mg) 




B 






(400 mg) 


c 




tf— X (500 mg) 




D 


(400 mg) 







[0 18 4] 

X (^120mg(7)ir^3=¥V^^W) £^frLfc 0 # ^•fe^Btt^JKM 3 tOBgJ 
i 5 lc«^$^fc400mg©~aafeWtttr--XSr^Ufc„ *^-fe^HWCf±H 

Lfc 0 # y°^^MDnmmm l fcigafift SHfcJ;5 l-»t3t § tv7t400mg<^p»a^» 
bfco 4 ficD# te^i? l^n ^ v/^±A*^*tJ200m 

g"Cfeo7c 0 

[0185] 
H«!J 5 

^7°i?y^ljA~Di, miS^-fe^^^r^^OOmg (gpBt^W) Jjy°-frsUM&, ^ 
l/y> (Hanson) ^ex/l-SIP g »)lWi^I&^3H£ffl ttft^^TtllT £ 
^USP^m^^-CR^ Lfc : (a) ^mffl«ttl%c^7 V /WM^" YWJ>.?t 
-^P^SO. OSmDjfflSgtf- hV !>A1 U MV-Tfeofc ; (b) NVW£r50rpm 
-CE*E£lirfc ; (c) 75^3 log!) 1 flicD^^ir^J^m^^^^ir^^^ 
^-(sinker) (3~4^"9) Srffiffl UTS*§tbfc ; ' (d) 45 m m^IKj»il£0~l 
B#^6>MU^rLr^^y^i«lf^}|Sf«^2~24B#^fe^ffibfc ; *3«fct* (e) 
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[0186] 

[urn 

' rfriKwfe = tt/vm h <Dttf&\z. ioT4 mm^-t U =3 ^ ^-fe 



[Hi] 
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